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Scheme 1. Screening of the effect of food ingredients on OATP4C1-mediated transport under the
presence of AA. Cells were incubated with 1 uM Ts with or without food ingredients for 10 min at
37 °C under the presence of 10 uM AA. The concentrations of the compounds were 100 uM except
for theaflavin (50 uM). The amount of OATP4C1-mediated uptake was calculated by subtracting the
nonspecific uptake of Ts by mock cells from the total cellular uptake by the OATP4Cl-expressing
cells. Data are shown as mean + standard error (S.E.) (n = 3). *p < 0.05, significantly different from
control by one-way analysis of variance followed by Tukey’s test.



Scheme 1. Inhibition parameters of food ingredients for OATP4C1 and other drug transporters in
the liver and kidney.

Inhibition (ICso or Kivalues (uM)) or elevation (ECso values (uM)) parameters

Compounds OATP4C1 OATP1B1 OATP1B3 OATP2B1 OAT1 OAT3 P-gp
1%
o 06202 13.9+1.6°
Apigenin  Yes (54%, 100 uM) 53.4+2.11 16.7+1.6™ 20.8+8.0° 0.212+£0.0104 0.410+£0.157 4 -
Yes 2 T
Cyanidin _ Yes (24%, 100 uM) - - Yes 5 - - -
223+2.26
Daidzein  Yes (40%, 100 uM) - - Yes? - - -
20.7 +4.3¢
Fisetin No Yes? - - Yes 7 - -
8.6 +1.8¢
Genistein  Yes (42%, 100 uM) 149+3.76 2 - Yes® - - Yes 8
46+25¢6
Isorhamnetin Yes (18%, 100 uM) 5127 3.10° 0.82° - - -
o VR 461252510 : :
1%
1362'31;12'92 : 151+7.8%
Kaempferol 25.1+1.6* 3'3 65 il 244 +1.8™ 20.7+1.83 - - Yes 12
. 5
3281081 Yes
22.031
. Yes® 0477
Luteolin  Yes (52%, 100 uM) 0.8513 - 04213 51714 42014 -
Yes?
in Yes (57%, 1 Yes 2 <037 Yes 16
Morin es (57%, 100 pM) es - - 0515 - es
Myricetin No Yes? - - Yes” - -
1%
88+08 8.7 0.1
9.1+1.0! 141+13°
159+1417 78171 E
Quercetin  Yes (50%, 100 pM) Yes?> Yes? - Yes20
1.55° 3.229 0.349
3.28 £1.0810 75;_1219
1.8218 T
Hyperoside No - - 29.4+1.5Y - - -
Yes 5
.. 723+141
Hesperidin No - - 30021 - - -
83+1.22
370 =
Naringin No Yes 197.5+1.11 364+ 82 - - Yes2
(<50%, 250 M) !
69+14 2
Yes
% 1 1
Rutin No (<50%, 5(,) HM) 111.5+1.11 60.7+1.21° - - Yes 20
Elevation
(81.1%, 50 uM) 2
Theaflavin No - - 82+1.75 - - Yes 20
Elevation
2 25
EGCG No l4lx14 (ECs0=10.5 + 1.6) 1019 334 + 58 7+ 162£2927%  Yes
78+097% Yes 26
8.4+0.62
5.222 30.828
P B . . 30
Caffeic acid no 16.6+3.7% 54:13% X
Ferulic acid No - - - 9.012 7.35+3.7331 Yes 32
Curcumin 23.5+0.5* 3.8133 33.7 3 Yes® - - Yes 3
124+
.02+3.2431
Gallic acid No - 1.60 + 0.60 3 - 0.36 31 o 029 431 % Yes3?
3.73 36 )
6.64 40
Resveratrol  Yes (46%, 100 uM) 9.138 11.638 8.3 38 Yes 3 Yes ¥ Yes
Ellagicacid ~_ Liovation . : : 02074 - Yesw

(13%, 100 M)

Kivalues of OATP4C1 are expressed as mean + S.E. Data for ICso, Ki, or ECso values of the food in-
gredients are obtained from previous reports. Asterisk (*) indicates a Ki value instead of an ICso



value. ECso value is expressed as mean + S.E. if the compound elevates the transporter mediated
uptake. Yes, the food ingredients inhibited the transporter-mediated substrate uptake (inhibition
degree, concentration of the flavonoid (if available)); No, no inhibition or elevation was observed; -
, no data available; Elevation, elevation was observed.



